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DETAILED ACTION 

The Applicants Amendments to the claims received on 3/7/2008 is 
acknowledged. The text of those sections of Title 35 U.S. Code not included in the 
action can be found in the prior office action. Rejections or objections not addressed in 
this office action with respect to the previous office action mailed 1/22/2008 are hereby 
withdrawn. 

Claim(s) 35-53 are pending. Applicants have cancelled Claims 1-34 and added 
Claim(s) 35-53. Claims 35-53 are hereby examined on the merits. 

Claim Rejections - 35 USC §112 
The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 45-53 are rejected under 35 U.S.C. 112, first paragraph, as failing to 
comply with the written description requirement. The claim(s) contains subject matter 
that was not described in the specification in such a way as to reasonably convey to one 
skilled in the relevant art that the inventor(s), at the time the application was filed, had 
possession of the claimed invention. 

The MPEP states that the purpose of the written description requirement is to 

ensure that the inventor had possession, as of the filing date of the application, of the 

specific subject matter later claimed by him. The courts have stated: 

"To fulfill the written description requirement, a patent specification must describe an invention and do so 
in sufficient detail that one skilled in the art can clearly conclude that "the inventor invented the claimed 
invention." Lockwood v. American Airlines, Inc., 107 F.3d 1565, 1572, 41 USPQ2d 1961, 1966 (Fed. Cir. 
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1997); In re Gostelli, 872 F.2d 1008, 1012, 10 USPQ2d 1614, 1618 (Fed. Cir. 1989) ("[T]he description 
must clearly allow persons of ordinary skill in the art to recognize that [the inventor] invented what is 
claimed."). Thus, an applicant complies with the written description requirement "by describing the 
invention, with all its claimed limitations, no that which makes it obvious," and by using "such descriptive 
means as words, structures, figures, diagrams, formulas, etc., that set forth the claimed invention." 
Lockwood, 107 F.3d at 1572, 41 USPQ2d at 1966." Regents of the University of California v. Eli Lilly & 
Co., 43 USPQ2d 1398. 

The MPEP lists factors that can be used to determine if sufficient evidence of possession has 
been furnished in the disclosure of the Application. These include "level of skill and knowledge in the art, 
partial structure, physical and/or chemical properties, functional characteristics alone or coupled with a 
known or disclosed correlation between structure and function, and the method of making the claimed 
invention. Disclosure of any combination of such identifying characteristics that distinguish the claimed 
invention from other materials and would lead one of skill in the art to the conclusion that the applicant 
was in possession of the claimed species is sufficient." MPEP § 2163. 

Further, for a broad generic claim, the specification must provide adequate written description to identify 
the genus of the claim. In Regents of the University of California v. Eli Lilly & Co. the court stated: 
"A written description of an invention involving a chemical genus, like a description of a chemical species, 
'requires a precise definition, such as by structure, formula, [or] chemical name,' of the claimed subject 
matter sufficient to distinguish it from other materials." Fiers, 984 F.2d at 1171, 25 USPQ2d at 1606; In re 
Smythe, 480 F.2d 1376, 1383, 178 USPQ 279, 284985 (CCPA 1973) ("In other cases, particularly but not 
necessarily, chemical cases, where there is unpredictability in performance of certain species or 
subcombinations other than those specifically enumerated, one skilled in the art may be found not to have 
been placed in possession of a genus ...") Regents of the University of California v. Eli Lilly & Co., 43 
USPQ2d 1398. 

The MPEP further states that if a biomolecule is described only by a functional characteristic, 
without any disclosed correlation between function and structure of the sequence, it is "not sufficient 
characteristic for written description purposes, even when accompanied by a method of obtaining the 
claimed sequence." MPEP 2163. The MPEP does state that for a generic claim the genus can be 
adequately described if the disclosure presents a sufficient number of representative species that 
encompass the genus. MPEP 2163. If the genus has a substantial variance, the disclosure must 
describe a sufficient variety of species to reflect the variation within that genus. See MPEP 2163. 
Although the MPEP does not define what constitute a sufficient number of representative species, the 
courts have indicated what do not constitute a representative number of species to adequately describe a 
broad generic. In Gostelli, the courts determined that the disclosure of two chemical compounds within a 
subgenus did not describe that subgenus. In re Gostelli, 872, F.2d at 1012, 10 USPQ2d at 1618. 



The factors considered in the Written Description requirement are (1) level of skill 
and knowledge in the art, (2) partial structure, (3) physical and/or chemical properties, 
(4) functional characteristics alone or coupled with a known or disclosed correlation 
between structure and function, and the (5) method of making the claimed invention. 
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In the instant case, the claims are drawn to method of alleviating a condition or disorder 
associated with toxic hypervolemia in an individual, comprising administering to said 
individual a therapeutically effective amount of a GLP-1 or GLP-1 agonist analog or 
derivative. 

(1) Level of skill and knowledge in the art: 

The level of skill to practice the art of the instantly claimed invention is high with regard 
to synthesis, experimental design and data interpretation. 

(2) Partial structure: (3) Physical and/or chemical properties: and (4) Functional 
characteristics: 

A natural occurring secreted peptide known to have pharmacological properties with 
diabetes. Glucagon-like peptide-1 [7-36] amide (also referred to as GLP-1 [7- 36]NH 2 or 
GLP-1) is a product of the proglucagon gene. It is secreted into plasma mainly from the 
gut and produces a variety of biological effects related to pancreatic and gastrointestinal 
function. The parent peptide, proglucagon (PG), has numerous cleavage sites that 
produce other peptide products dependent on the tissue of origin including glucagon 
(PG[32-62]) and GLP-1 [7-36]NH 2 (PG[72-107]) in the pancreas, and GLP-1 [7-37] 
(PG[78-108]) and GLP-I[7-36]NH 2 (PG [78-107]) in the L cells of the intestine where 
GLP-1 [7-36]NH 2 (78-107 PG) is the major product. 
(5) Method of making the claimed invention: 
Chemical or recombinant technologies. 

As stated supra, the MPEP states that written description for a genus can be 
achieved by a representative number of species within a broad generic. It is 
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unquestionable that claim 5 are a broad generic, with respect to all possible compounds 

encompassed by the claims and possible conditions and disorders. The possible 

structural variations are limitless to any class of analog or derivative. Further, the 

conditions associated with toxic hypervolemia are also limitless as it needs not be 

caused by toxic hypervolemia but nearly associated. 

It must not be forgotten that the MPEP states that if a biomolecule is described 
only by a functional characteristic, without any disclosed correlation between function 
and structure of the sequence, it is "not sufficient characteristic for written description 
purposes, even when accompanied by a method of obtaining the claimed sequence. 
"MPEP §2163. 

Though the claims may recite some functional characteristics, the claims lack written 
description because there is no disclosure of a correlation between function (a condition 
or disorder) and structure (analog or derivative) of the compounds beyond compounds 
disclosed in the examples in the specification. While having written description for a 
number of specific sequences in the specification, there is insufficient description of a 
common core structure that would allow one of skill in the art to practice the invention as 
claimed. For example in Applicants specification, exendins are defined as peptides that 
are found in the venom of the Gila-monster, a lizard endogenous to Arizona, and the 
Mexican Beaded Lizard. Exendin-3 is present in the venom of Heloderma horridum, and 
exendin-4 is present in the venom of Heloderma suspectum (Eng, J., et al., J. Biol. 
Chem., 265:20259-62, 1990; Eng., J., et al., J. Biol. Chem., 267:7402-05, 1992). The 
exendins have some sequence similarity to several members of the glucagon-like 
peptide family, with the highest homology, 53%, being to GLP-1 (Goke, et al., J. Biol. 
Chem., 268:19650-55, 1993). A 53% homology is not enough to describe an analog or 
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derivative as one of ordinary skill in the art would not be drawn to look at venom from a 
lizard and conclude that the peptide would function as a GLP-1 peptide. The 
amendment to the claims raising the homology to 95% or 70% is also insufficient for 
written description. SEQ ID NO:3 is 30 amino acids in length. Therefore, there are 30 
positions that are presumed to be open to change without destroying the core structure 
that provides the essential activity of the molecule. Where these changes can be made 
without loss of function is not described in the specification. The description 
requirement of the patent statue requires a description of an invention, not an indication 
of a result that one might achieve if one made that invention. See In re Wilder, 736, 
F.2d 1516, 1521, 222 USPQ 369, 372-73 (Fed. Cir. 1984) (affirming rejection because 
the specification does "little more than outlin[e] goals appellants hope the claimed 
invention achieves and the problems the invention will hopefully ameliorate.") 
Accordingly, it is deemed that the specification fails to provide adequate written 
description for the genus of the claims and does not reasonably convey to one skilled in 
the relevant art that the inventor(s), at the time the application was filed, had possession 
of the entire scope of the claimed invention. 

Applicant's arguments have been carefully considered but are not held to be 
persuasive. Applicants argue: 

"In view of the newly presented claims, Applicants respectfully submit that the 
rejection is moot and respectfully request that the rejection be withdrawn." 
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This not found persuasive and the rejection is maintained because the newly added 
claims are claiming the same invention prior to amendment and the Applicant's have not 
stated why the new claims differ and would have adequate written description. 



Double Patenting 

The nonstatutory double patenting rejection is based on a judicially created 
doctrine grounded in public policy (a policy reflected in the statute) so as to prevent the 
unjustified or improper timewise extension of the "right to exclude" granted by a patent 
and to prevent possible harassment by multiple assignees. A nonstatutory 
obviousness-type double patenting rejection is appropriate where the conflicting claims 
are not identical, but at least one examined application claim is not patentably distinct 
from the reference claim(s) because the examined application claim is either anticipated 
by, or would have been obvious over, the reference claim(s). See, e.g., In re Berg, 140 
F.3d 1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re Goodman, 11 F.3d 1046, 29 
USPQ2d 2010 (Fed. Cir. 1993); In re Longi, 759 F.2d 887, 225 USPQ 645 (Fed. Cir. 
1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re Vogel, 422 
F.2d 438, 164 USPQ 619 (CCPA 1970); and In re Thorington, 418 F.2d 528, 163 
USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1 .321 (c) or 1 .321 (d) 
may be used to overcome an actual or provisional rejection based on a nonstatutory 
double patenting ground provided the conflicting application or patent either is shown to 
be commonly owned with this application, or claims an invention made as a result of 
activities undertaken within the scope of a joint research agreement. 

Effective January 1 , 1994, a registered attorney or agent of record may sign a 
terminal disclaimer. A terminal disclaimer signed by the assignee must fully comply with 
37 CFR 3.73(b). 

Claims 35-53 are rejected on the ground of nonstatutory obviousness-type 
double patenting as being unpatentable over claims 5 and 7 of U.S. Patent No. 
6,703,359. Although the conflicting claims are not identical, they are not patentably 
distinct from each other because the claims are drawn to the treatment of hypertension 
with a peptide named Exendin. At paragraph [008] in the Applicants specification it is 
stated: "Exendins are peptides that are found in the venom of the Gila-monster, a lizard 
endogenous to Arizona, and the Mexican Beaded Lizard. Exendin-3 is present in the 
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venom of Heloderma horridum, and exendin-4 is present in the venom of Heloderma 
suspectum (Eng, J., etal., J. Biol. Chem., 265:20259-62, 1990; Eng., J., etal., J. Biol. 
Chem., 267:7402-05, 1992). The exendins have some sequence similarity to several 
members of the glucagon-like peptide family, with the highest homology, 53%, being to 
GLP-1 (Goke, etal., J. Biol. Chem., 268:19650-55, 1993)." Therefore, the practice of 
'359 would read on the practice of the instant Application because Exendin is a 
derivative or an analog of GLP. 



Applicant's arguments have been carefully considered but are not held to be 
persuasive to overcome the rejection. Applicants have argued: 

Applicants respectfully traverse the rejection for the following two reasons. 

I. The claims recite GLP-1 (SEQ ID NO. 3) and peptides that have at least 70%, 
90%, or 95% sequence identity to GLP-1 (SEQ iD NO. 3). In view of the claim 
amendments, the rejection is moot 0 

II. Contrary to the PTO's position, Paragaph No. 8 in the specification does not 
teach, suggest, or imply in any way that exendin is a derivative/analog ofGLP-1 . GLP-1 
and GLP-1 analogs/derivatives are described in the specification at, e.g., Paragraph 
Nos. 5-7. 

Chen teaches that exendin and GLP-1 are distinct peptides encoded by different 
genes. Lizard GLP-I (not an exendin) is homologous to mammalian GLP-1 . See also 
Nielsen at page 401 , right column, last two paragraphs ("Exendin-4 has a 53 % amino 
acid sequence overlap with- mammalian glucagon-like peptide-1 (GLP-1). However, 
exendin-4 is transcribed from a distinct gene, not the Gila monster homolog of the 
mammalian proglucagon gene from which GLP-1 is expressed.") In addition to the clear 
teachings in the specification, the literature teaches and the skilled artisan would 
recognize that exendin is not a derivative/analog of GLP. 

This is not found persuasive for in the Abstract the Applicants are on record with the 
following: 



Methods for increasing urine flow are disclosed, comprising administration of an 
effective amount of GLP-1 , an exendin, or an exendin or GLP-1 agonist. Methods for 
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increasing urinary sodium excretion and decreasing urinary potassium concentration 
are also disclosed. The methods are useful for treating conditions or disorders 
associated with toxic hypervolemia.such as renal failure, congestive heart failure, 
nephrotic syndrome, cirrhosis, pulmonary edema, and hypertension. The present 
invention also relates to methods for inducing an inotropic response comprising 
administration of an effective amount of GLP-1 , an exendin, or an exendin or GLP-1 
agonist. These methods are useful for treating conditions or disorders that can be 
alleviated by an increase in cardiac contractility such as congestive heart failure. 
Pharmaceutical compositions for use in the methods of the invention are also disclosed. 

From the Abstract alone, it appears that GLP-1 and exendins are of such overlap 

that either one could be used. Further, in Column 2 of the patent, the following is 

disclosed: 



Exendin-4 is a potent agonist at GLP-1 receptors on insulin-secreting TC1 cells, 
at dispersed acinar cells from guinea pig pancreas, and at parietal cells from stomach; 
the peptide also stimulates somatostatin release and inhibits gastrin release in isolated 
stomachs (Goke, et al., J. Biol. Chem. 268:19650-55, 1993; Schepp, et al., Eur. J. 
Pharmacol., 69:183-91, 1994; Eissele, et al., LifeSci., 55:629-34, 1994). Exendin-3 and 
exendin-4 were found to be GLP-1 agonists in stimulating cAMP production in, and 
amylase release from, pancreatic acinar cells (Malhotra, R., et al., Relulatory Peptides, 
41:149-56, 1992; Raufman, et al., J. Biol. Chem. 267:21432-37, 1992; Singh, et al., 
Regul. Pept. 53:47-59,1994). The use of the insulinotropic activities of exendin-3 and 
exendin-4 for the treatment of diabetes mellitus and the prevention of hyperglycemia 
has been proposed (Eng, U.S. Pat. No. 5,424,286). 



It is clear the exendin is an agonist of GLP-1 and therefore one of ordinary skill in the art 
would recognize them as equivalent despite Applicants argument supra that they come 
from the same gene. Therefore, given that Claims 5 and 7 of US 6,703,359 are drawn 
to (Claim 5) a method of alleviating a condition or disorder associated with toxic 
hypervolemia in an individual, comprising administering to said individual a 
therapeutically effective amount of an exendin or an exendin agonist, and (Claim 7) the 
method of claim 5, wherein said condition or disorder is hypertension, and it is clear 
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from the record of 6,703,359 that exendin is a GLP-1 agonist, a claim to a exendin 
agonist would be a claim to GLP-1 . Therefore the rejection stands. 

New Grounds of Rejection 
Claim Rejections - 35 USC §112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 45-53 are rejected under 35 U.S.C. 112, first paragraph, because the 
specification only provides a disclosure for making the peptides but not does not 
reasonably provide enablement for the practice of the invention as claimed. The 
specification does not enable any person skilled in the art to which it pertains, or with 
which it is most nearly connected, to make and use the invention commensurate in 
scope with these claims. 

The factors to be considered in determining whether a disclosure meets the 
enablement requirements of 35 U.S.C. 112, first paragraph, have been described in In 
re Wands, 858 F.2d 731, 8 USPQ2d 1400 (Fed. Cir., 1988). The court in Wands states, 
"Enablement is not precluded by the necessity for some experimentation, such as 
routine screening. However, experimentation needed to practice the invention must not 
be undue experimentation. The key word is 'undue', not 'experimentation'" (Wands, 8 
USPQ2sd 1404). Clearly, enablement of a claimed invention cannot be predicated on 
the basis of quantity of experimentation required to make or use the invention. 
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"Whether undue experimentation is needed is not a single, simple factual determination, 
but rather is a conclusion reached by weighing many factual considerations" (Wands, 8 
USPQ2d 1404). Among these factors are: (1) the nature of the invention; (2) the 
breadth of the claims; (3) the state of the prior art; (4) the relative skill of those in the art; 
(5) the predictability or unpredictability of the art; (6) the amount of direction or guidance 
presented; (7) the presence or absence of working examples; and (8) the quantity of 
experimentation necessary. 

While all of these factors are considered, a sufficient amount for a prima facie 
case is discussed below. 

(1) The nature of the invention and (2) the breadth of the claims: 

In the instant case, the claims are drawn to a method of treating hypertension 

with peptides of GLP-1 that are 95% or 70% identical to SEQ ID NO:3. 

Thus, the claims taken together with the specification imply that the high variance 

in amino acid substitutions would not cause any effects on the potency of the peptides 

in practicing the method. 

(3) The state of the prior art: 

Schinzel R, et al, The Phosphate recognition site of Escherichia coli maltodextrin 
phophsorylase, FEBS (1991) Vol. 286, pages 125-128 has demonstrated that even 
conservative substitution, such as Lys 534 -Arg caused a marked reduction in activity and 
this mutant had >99% sequence identity with the wild-type protein. 

(4) The relative skill of those in the art: 

The relative skill of those in the art is high. 
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(5) The predictability or unpredictability of the art: 

Since the positions where mutations/substitutions can be made are not 
accurately known, coupled with the knowledge that a single mutant can cause marked 
decrease in activity remains largely unsolved, means for making and using the invention 
as claimed is highly unpredictable. 

(6) The amount of direction or guidance presented and (7) The presence or absence of 
working examples: (8) The quantity of experimentation necessary: 

The specification has provided a number of peptide examples, but those peptides 
do not follow a particular pattern of modification that would inform the artisan as to what 
to make next and have not been tested to show that the percent identity can vary 
throughout the peptide Considering the state of the art as discussed by Schinzel R, et 
al, regarding conservative substitutions also cause a deleterious effect in proteins, the 
high unpredictability in and the lack of guidance provided in the specification, one of 
ordinary skill in the art would be burdened with undue experimentation to make and use 
the invention on a trial and error manner. It is the examiner's position that one skilled in 
the art could not practice the invention commensurate in the scope of the claims without 
undue experimentation. 

Conclusion 

No claims are allowed. 

Applicant's amendment necessitated the new ground(s) of rejection presented in this 
Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP § 706.07(a). Applicant 
is reminded of the extension of time policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
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MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1.136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the date of this 
final action. 

The prior art made of record and not relied upon is considered pertinent to 
applicant's disclosure. Prior art contained in the reference of record can be applied in 
the next office action. 

Applicant should specifically point out the support for any amendments made to the 
disclosure, including the claims (MPEP 714.02 and 2163.06). Due to the procedure outlined in 
MPEP § 2163.06 for interpreting claims, it is noted that other art may be applicable under 35 
U.S.C. § 102 or 35 U.S.C. § 103(a) once the aforementioned issue(s) is/are addressed. 

Applicant is requested to provide a list of all copending applications that set forth similar 
subject matter to the present claims. A copy of such copending claims is requested in response 
to this Office action. 

Any inquiry concerning this communication or earlier communications from the examiner 
should be directed to Thomas S. Heard whose telephone number is (571) 272-2064. The 
examiner can normally be reached on 9:00 a.m. to 6:30 p.m. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Cecilia Tsang can be reached on (571 ) 272-0562. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private 
PAIR system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you 
would like assistance from a USPTO Customer Service Representative or access to the 
automated information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



/Thomas S Heard/ 

Examiner, Art Unit 1654 

United States Patent and Trade Office 
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/Cecilia Tsang/ 

Supervisory Patent Examiner, Art Unit 1654 



